2023FF12HELET (B8 1 W)

BTiE  BIERF
BYMHAR - 34

HAZEEm D EES
872149
RS HR7epALE

FL&$ELD | 22600AMX00294000 | 20144E 6 A
Fi&$EHD | 22700AMX00807000 | 20154E12H

FEIEARB, FIERZESH
ssmn OY)LIVAUDL - EROZO0F7 Y REE
OYIIbFEas LD UG
OV ke FaeasHD IJG)

LOSARHYD Combination Tablets

PV T =2
) B — BRI OASEI XV ERT AL

2. B2 (ROBEICIFRSLIEWVNT L)

2.1 KARNDOR I UBBIEORERED H 5 BE

2.2 F7 Y RREAEEOBELMMEEY (Fl2iZr7alLy ) R
VEOQANT £ T I NFHEEA) (T 2 @BE OB FEED
bHoHEE

2.3 HIEUIHFIR L C WA RREM D H 5t [9.5 B1R]

2.4 EELBEREZEDH HEE [9.3.1 ]

2.5 BMEROBEILENTEE [9.2.1 2]

2.6 ANBEEEDESE [9.2.2 3R]

2.7 (KEHOF MU T L - B TLDBELPICED LTSS
Z [EF P YUY LAIME, BHY Y LAMESEOERELAZE
s sBZNNH5.] [9.1.2. 11.1.7. 11.1.15 B8]

2.8 TURF LY EHEFOBRFEE (2L, hoETA
BERIT->TCHRBMENDT Y PO —LBELLARBOEER
k<) [10.1 28]

2.9 FRAET LY UEERREKIY (BHEICB I AHBBRICE

HRMEBER) 25T OEE [10.1 ZH]

3. AL - R
3.1 #8R%

BRI

e (1 %) RINFA

HE w9y n|fUKNY. Etia—2, 85707 7 —{b7
UL 50.00mg |V U ATTY VB RY A kOO — X,
HE kbroZzuoolklRoxFyroltlao—2x, BEtFrsy>, hL
FTYR 12.50mg |F0y

oHLe R
BLA$ELD
[1Gl

HE w9y »n | 3K, EEtia—2, 85 7L7 7 —{b7
UL 100.00mg | TUAT T YBY AT A e O AT— R,
HfE kbrRozuoolelRofxyFoltilo—2, BEtFrsy>. HL
F7Y R 12.50mg |FvNa Y

oLk R
fe&$EHD
1G]

3.2 EFEIOHER
L - % - . E=E il —F/
{R7e4 & - Al HIE - KREs - ER P
KH HE il
adibe R " f
gasLD (HEPO7 A Q —(
1G) =T+« »UHE
BE B Hit
9.1lmm 3.8mm 260mg

i) WH I
géz;;;; HEOBMED 7 « oLk R
i [ IN=Eb P s HD JG

MGl
RE FE BEs Hif
13.7mm 6.9mm 5.2mm 462mg

4. ZHEENI3IZHER

SIMERE

5. MEENIIFRICEHET BER
BEZMEETOBZNESH Y. AFl2EMEGEDE—#
REE LT &,

6. FiERUHE
BACIEIHLIELSE (@ Ly A vs /e Raroas
7Y R &L T50mg/12.5mgXi3100mg/12.5mg) %#EO#5
%o FRAIFEMEBROBE —BIFEL LTHLZ L,

7. RERUHAZEICEET 5FR
JFREIE LTy ¥y > i) L50mg THIRA a2 HEIc T
FLETHYY L e ROoranF7 I KE LT0mg/12.5mg
OFEZ, Oy > HY T ALI0mgIEaF Ly > HY T LS
ERorzuaF 7Y RELT0mg/12.5mg TR RER+ 5 %15
Flcay vy AL e furzuouF 7Y RELT
100mg/12.5mgD#H 5 & BETT 5 2 &o [8.1 ]

8. EERELRNER

8.1 AFNZa YLy > H) 7 A50mgHh % F100mges & Ka o
ouF 7Y RI2.5mgDEEEHITHY. uh Ly o h)TLE
tRroruuF 7Y FAORIERAPEETL2BENNH D,
HYNCAROFRZEFT 52 &, [7. 2]

8.2 —BMOMEMRET (3 v 7R, EiHE, ITIREEHS 2
PES) ZECTBENNDHHOT. FERSHIIEHK (&5
BAGGEE . 2B L. BER A1 EEE) CEOE=%)
VITEREMRT A L,

8.3 RAIO T TH A FuruaF 7Y NIEHY 7 AIGEZ
BITIENPHOGNTWS, OHILY > HY YA L Rura
OF 7Y K& LT50mg/12.5mgh 5 s - ENE KRB ICH
W, IMFEA Y 7 AMEFERERIZR U 2R Y 7 AMEE
DRERBFEIIEN Y VLAMELD BEP S Tze LA > T, K
AT LAMEOHEES L VESSNAO T, MEHY 7 LED
oYY T EEHNICER L BEE2 51752 &, [9.1.2,
11.1.7 &H8]

8.4 KAlOH T THA b FuruuF 7Y RIIEREMEZ2FHIR
SELBENDH DD T REFESHIEEHNICIMERBEREO
EZH Y TEERL. BEETSIITO & [9.1.85H]

8.5 AFlOB A THA FurouaF 7Y FIZIMEEEFEEL <
BHERREEEOBENLHZD T, BEEZFDITTHT &
[9.1.8 &H]

8.6 KAIOM T THA L FursuusF 7Y RIZEEZMKFEE
RBESEL2BINDIHH0T, EHNIHRELZERT 274 58
HEFDIITH T &, [11.1.10 2]

8.7 BEEERICEDCDF WV, LoD ZXNHobLNEIENDH D
DT B, BEEOEREMEEZ D B L RET 55
ICIERSE S &

8.8 FMiHIAMRIIHRE LW EAEE LV, 7O IFTF Y
I ZARERARSFOEBRE L. KERCFERFRICL= -
TrIFT Y ROMEIERICE 2 EELRMERRZL T
BENHDH 5,

8.9 KEIOW S EELT v IFT Yy I ZBEMREHFRSFIC
FNICHREOEERFEESH 5 bl EORENDH S, AF
WEMELERT 54 L, BEE2 71TV, BESROON
B eI IR E R RIET 20 CEYI R MEERITH Z L.



8.10 AFNDOEEIC I DFIRMESEHICHODONEZZENDH S
DT, BRGRHA. BKIHFTEET ST &

8.11 WRIDKENRHINE 2 BEICIE, WEOHRZ 8 572
O, FRIFICHEETHIENEE L,

9. BENDEREFIDIEBICATIER

9.1 GHIE - BIFEEDH DI EE

9.1.1 MAIEEEIREEBDH S EENITHE TEHIRIXEBDH
£2E
BELPOCEBLVEHESNSEE RS, [EHRIETSC
Lo BITREDOREDRARRAESBENETIC L D S0EICBEHAE
EESELBENDED D,

9.1.2 MFEAV I LEEEDEE
EAY Y LAMIEXIEEAY) 7 LAMIEZLITBENEDH S, [2.7,
8.3, 9.1.3, 11.1.7%HE]

9.1.3 8AYD LIMEDESE

BEEPOEBLVEHENSEEERE, [EHILETSC
Lo KEIOBDTHAHOHILY > H) T LIE, EHY ™7 LME
AHEBEIELBEZTNDEDH D,
F7o, BHEEEREE, 32 NO— LRBOBERESICEDINES
U LENEL 2D T VWEETIZ, &H) Y LMESFKIRY
BBENDHADT, MIEH)TLEOE=YY > 72 ELHN
ICER L, BBE2 75127528, [9.1.2, 11.1.7 2]

9.1.4 BNMEEZEDNH S EE
BEOERESMOKALEZERLL, REZELSEE2B8ZLD
D5

9.1.5 (FRENEASUTVNBREE (KOEROFR+oRESE. B
EDFET=Z ULTWVWDESE)
—BEDOMEERZECITBENTSH 5. [11.1.55E]

9.1.6 RUEEEDPOESE
BF NI LMEZRCITBENDDH S, 1FIC. BEZBIERE
HEROBRETE., —BEOMERTZECITBZNDIH 5,
[11.1.5. 11.1.15%:H8]

9.1.7 EERXEENIREELAEN (3 ANBIRTE LEDH B EE
AMBARS D 5 bnGEe. SERMEERD. MTEREZ
XU, MEEREZFZHRTHBINNH 5.

9.1.8 AAXFMEH. THICHEE. BREODHIEE. RUER
BEMAEDNH 3 EHE
ERBBIME. SIMEEZR L. FBE. BREOELSLEE LD
BENHDH 5. [8.4. 8.5%[R]

9.1.9 THI. [EItDHZEE
BRRERFADVHSDONDEZBETNIDH 5,

9.1.10 ALY I LMGE. BIFIRERERETTEEDH 2 EE
MEHNT T L% LRSEE2BENSH 5,

9.1.11 XEHEIIRMEDEE
AEIOEEEADPSERESNEBENSH 5,

9.2 BikEEEEEE

9.2.1 |ROBENTBINEE
BELEWI E, [2.55]

9.2.2 BEEDEE
BELEWT E, B
]

9.2.3 BigHEEERE (MBI L7 FZVME 2.0mg/dLEE)
BEEPOGEELVEHENSEEERRE, [EHIETS S
Lo b RorooF 7Y RICXDEMRENMERNL, 9Ly
CHIT LKD) BRERESENT H2BENNH 5.

9.2.4 BiEEHETEE (MBI L7 F={E 1.5~2.0mg/dL)
AEEHRIIERNICINE Y L 7 F = U ER OIS REED £
ZHVUTERERL. BIEETFIUTOIE, MEZLTF=
VMEERROCMERBRERROBZENANH 5,

9.3 FFikEEEZEEE

9.3.1 ERGITKEREEDGHZEE
BE LW E, (2.4, 9.3.2 0]

9.3.2 FFEEEIEEN IS ZDEIEDH B EE (2L, EELRHTFHE
BEEZEDH3EEZIRL)

HNEICBWT, B FEEO7 LI VEFEZEZICOYIL
&> h) 7 L50mga BEREOHR G 5 &, EERA L L
TaHILY VOHEKEEIEEL, OY LY > ROH IR VR
ROMBERBEENZNENHSBERON2MHBICERTHI LN

HZEICELSELIBENADH S, (2.6

WESNTWD, F/2, e ForvouF 7Y FIZHESELH
R HIBETNDTH 5. [9.3.1 %]

9.4 &GEREZE T &

9.4.1 IFHIRI BOTEEEDH DL

HFRLTWAZENEBENT TV IVF T oy U EMEERIEE
BT oF Ty I2R/EERAZERL. BE - #if
RAOHE (BA%, HE - I - BOERAL, ETE) HR
HonfrFESNTNBED 2,
AROHEEIELS, REEOEREDLEE L CAAKRES DN
FEEAEEICHRE L. BB LoBRES RN LR 2 &k
ENBBEICOAFRETH &, oy BEPDELIGEEICIE
WOREBFREICERT ST &, [9.550H]

(1) AEFRSHATNIICHEREL TW AW E2FERT 52 & £H
BERL, HRLTWAERWZ E2EHNICHERT 2L, BE
FRIZIERASHIBE L 73581213, BEb IS 2H1Ed 52 &,

(2) WOFIHEIZDONWT, KREEHBRICEZ ICHEAT 2 2 &,
T, BEFRLDEIL UHHAT S 2 &,

APIRAICARFI R R LA, IRIR - STERICEE LY KITT
VRAIDHB &

- TRIRATHIBA U 72 B b N A B,
TBHZ &,

IR A EHE T AI5A1E. HEEICHZET A2 &

9.5 1FiF
ERESAIIER L C WA RREE D H B I3RS L na &,
B SR L5 A1, BE5ICR5 2RI 52 &,
FERPH R ORI T VAT Y U EBBREER I 7
DH T IR ERERR 2 %5 S N BE TEAGEDIE.
R - HiEROET. HiERORIME. B2, ZHEEAL,
EEOEBAZ N OEKBDIEICE S RS N2 U0
Wi, EHBHEIOFE. MOBERESH bz & ORENH
bo aB. FTYRREHTIIFERIARICELI LE Y
MAE. M/MRBAMES 2T ENDH S, £z FIREIC
HEHOLMBFEERED. MEERE. 75 - BRIOLKERFEDPH 65D
N5 ENHBH, [2.3. 9.4.1 28]

9.6 1ZZLIF
BALBZWCEPEEZ L. Ty NORERROCEAMICOY
L& AP L 1 mg/kg/day,/ £ RazauF7 Y R0.25mg/
kg/day~ua# Ly > H Y~ L50mg/kg/day /& Fu s oo
7Y R12.5mg/kg/day &5 LB ICBWT, ad Ly v
U 7 450mg/kg/day,/ & FarzuuF 7Y R12.5mg/kg/day
BTOEREFEORD R UEOREEG&ZNEEAR SN,
Too @YY U ALVARVBEROCE FurzooF 7Y RO
BT LHEE SN, ARBOERICNT 2ESHEE IO Y
V% 71 Al0mg/kg/day /e FurauaF7 Y F2.5mg/
kg/dayTH o7 B FOruuF7 Y Rid. & MEEAFAOHE
FrHRESNT NS,

9.7 INR
NEZERNRE UERRERIIER L T, AIRIIERY
NG VAL TR T,

9.8 SnE

9.8.1 —fRICAEFEMENME RN LT WA,

9.8.2 —RIGHEOETEIIFE LI ZWVnWESINTWVD, NFESE
WERIDEZBZNED 5.

9.8.3 BETOUYILY V) LBEMEEICB T 2 EY B RE
RET, O LY ROV VBIEO METEE SIS E
ICHRTERP -7z GEEmFICHELCad Ly Y EUHILR
VERRDIMEEFEE N ENZNH 2 B AR ORI .3EICER) .

9.8.4 2L FIRIZMFEEDORA %2R L. Bk, KINEFIZKS
VB 6H DFEV, KHEEZERIITZENDH S,

9.8.5 HICDERETEREODH 2 EinE TIERBAFRIISH
MEEEORED & MKEREZ KL, NEESOMBEERIEZ FHH
ITEBENDDH S,

9.8.6 (K MU LM, EHY TAMENHS5HNPT .

TR 2 T E I



10. HHE{EA
KEOBAITHAHAY LY > H )Y L, EYRBBHRT b7
0 — AP450 2C9 (CYP2CY) K U3A4 (CYP3A4) 12 & D&tk
RENTHLANRVBREICRES NS, 2B, KAIOHRD T
borerorouF7Y R, BEAERBENS Z LR

FRICERitE NS, [16.4

SR

=ZT AN

10.1 HAZEZ HALBLI L)

B ERAEIR - 5B E W - fEpEAET
TURAFL Y TR, BRER L= - 7O T VIR
PRAS E. EA Y Y LMAE R O | FEEERH 258 S h 5 A RE

(ERBREEICHERAT S
Btre 7272, MORE
WEET-> TH R BINE
Dayha—LAELL
AROBEEIRL )
[2.8 2]

MED ) R 7 HENAHE S
NnTns,

BHb.

FAETS LY EEERIEK
itz

IZYYALb
(BHEIC BT 2EEZR
12 & B RRSER)
[2.93H]

&7 U AMESFEIRY
2BENDDH S,

WIRBET b Y AMEA
RRT BTN D5,

10

2 HEER HAICEETSIE)

HAlBE

BRPRAEIR - TEETT %

WP - fElRE T

10 LRFFERIRA -

MmiEHY 7 LEF LRSS

AHIOEFTHBHOT LY

AT ST N BENDDH B, HVTLEDOHAICEY A
MY TLTFL 7 LRI DR T 2 B
U LA Nhbs. SHEREDODH 3
WAL BEICIIBIOEET S L,

MU X NF) AEAERA:
AT 7 A R FH —
L hURXRTY L
FPRFEEA] —BEOMEMRTZIET T | FIREER CIaEE 21T TV
Jut IR BENDDH B, HEEFICII L= VEESTUE
rUZOLAFTIR LTWBEENEZL KAEID
% ZEHLRT L,
[11.1.5 28]
TURAFL Y TREEREE, BhY LMLy - TV T YR
SER OMRIE % 2 2 975 7 |BHEIEA A7 1858 S 2 W 4
NN H 5. eGFRA60mL/ | 7id 5o
min/1.73m?5 i O B # 58
BEDHHEBEADT Y A
FLYEDHAILODNT
3 B LS OER LRV E
Hi S N5 58 %2 bR ST
5Tl
TV T Y O EBEE | BREERE, S0 Al
SRBEEA SEROMBMEZECTHZ
nhHs.
SNVEY — VEREEEAE LRI EAHER S NS | S5 DA F RN e
ZENDH B, LARBIORSTHBHE Ray

HANATIVHEA KRR

%

uuF 7Y FOBEERICK
%o

KAEIDESITHAHE Furn
OF7IREBANAT VAT
A FOKREHS TIMETRED

HoONHENRFESNT
VW5,

TIa— KEIOESTHAHE Furo
0¥ 7Y R EMEREER%Z
BT H7NLa—)LEDHAIC
LD RRE(ER RS N 5]
D H 2,

RETIV: FE7 I VOEREREBT | AAORSTHS e Fara
JIVT RLFY v HTENHB, uF7YRIEEET I R
TRLFU Y FMETOBE AT 25|72 MEEDRKSHEZETS

A AHO—BREEOM| T2 EFRESNT VS,
BE#TH L,

VRISV RUOFDE|YRT ) VRUOFOEUARORS THSH L Fura

eI - TERPIEORBEIER 258 | 0 F7 Y Rick 2 )~
YRTT) AENIIE|T A ENBH B, FMEIO|LAEOETICED, ZhsD
vty BEICHERT 258, AH | A OWE - 5EEER % 1

O—BREEDNEBEZHT BT HEEZO6NT V5,

52,

MEEEREZH Y 2o
Al -

B A
=rur)ky UE

MEE(EF &M 52BN
Wb Do MEEHORH R
FILFETH &,

{EFRFF DR 7s 2 EEMERIC
FOBEWICHABICIERYT %,

PES NS
VIaxvy

IFY Y ZADODMICHT B
ERZ IR L. TEIRE =
BITIENDHD. MEN
VY LEICH TR ST
Eo

AHEIOBATHSHE Fura
UF7YRICKAMEHRY Y
LEOETIZEDZROVF
1) 2D Na-K ATPase
ICREE Ly DIED IR ER
BRPEZ B TR T4
ETFHRAKDOEREZTT

HAGE
BN S VRN

HRAREER - IEET
F7 T RREANC & B REH
E7Lha—v &, EAHY
T LAMER 8T 52 &
H%o

WP - fElER T
AHOESTHHE Farn
uFy Y ROAY T LR E
IS & DEH ) 7 L MIERR
BT LT — Y AT &
ZENBZENDHB, TILA
VLAl TH BT b T L
DO IEC OIRREZ IR
S5,
AEOEFTHHAY LY
AT LDF R Lk
RICED. VF7LOERD
HEBHEEILN TS,
AHOESTHAHE Furn
oF7 Y REBICBIZYF
T LOFERNAEEL, U F
YAQMFEEEL ERSE 5.
RO THAHE Furn
uF7 Y RRURIBRERIL
EVHIL ACTHE B S L
PRHER 2R Do
T F ) F U BENGEH )
7 LMER EHE LizBT IV
R2THEEF|EHLIT
EWH B, L > TEAD
BAaTHAHE FuroaFy
IRETYFIYF EEF O
BERIC K D& V) 7 A IfSE %
BT S REEN D .

HEFF IXBARE T I3 22 VW AS, ARH]
DS THAHE ForoaF
TYRICEBH )T LBEIC
L OO pMfaD A > A
VHRHEMPETRTAEEZ 6N
TW5,

IV AF T I VOWEERIC
L OERFORATHB L Ko
yauF 7Y RORNAHEE
ENBZEND B,

Tary TSV OEE
FEEFICL D RAIOREENE
%5 S € 2ATHEEN H 5.
TURY TS5 0T DA
EERICLD, FERE
TdavsEZL6NS.
JERT A FHEEAERR O
TRy TSV AR
PHEERICE D, BT O R
TSI YEA L K-
F MUY LOERFFEPEL
THRAOBSTHBHe Fay
uuF7 Y ROEREERT
%o
TL—=FTN—Y T 21—
EENDMSOCYP3A4MEE
PERIC & D RRIOBER S T
HBHUYILY VYT LADIE
R O MRS E TR
B728%. ARANOREER
BENBBENTH 5.

DEZINE
BERY) F 7 L

U F I LARESRESNT
Who MY F 7 LREIC
HETHI L.

IREL LGRS, VT
VLB EERT AN
B MY F 7 LBEIC
FEEITLT &,
&) 7 LMENPFRT S
ZEWBHB

BIBREEAILE VA
ACTH

70 FI) F B gAY 7 LEDETHH

5hbNPI < %%,

TERIRFA] ©

SU#AI

R Z I

bk E AN Q) IV 1}
3%

FEREAAIOMERZE L <
WD ENDH B

ILAFTI F7 Y NREEAIDOIER R

FIRHIENDH B

R T OA FHEIH R ER
Al
RS

[EEEAPEFS S NS BZ
nN& 5.

BHENBLL TV 8H
Tl S5 ICBHEIE(L
TE2BZWNH %,
F 7Y N REA OIEFA R
BB ENDH B,

TL—=TTN—=VVa1—
2

FEEMERAPSRE SN2 B Z
N3dh%. KEOBREHIZ
VA A d BV EEE S
DOFEEUIEET B T &

1. 8HER
ROBMERNPH6HLNL I ENH LD T, BEZFTITTVL,
BEPROONTZBEITIKREZTIET 5 7% E@EY) 2 LE 21T
ST &,

1.1 EXGEIER

N PFIT45FY— BEERH)

AR ONEFER. FIT. SH2. WREE, 2581, =%
BERHSDONDZENDH S,

11.1.2 MEFE GAEARH)

HE. O, WiE, S20ER\PH5DNDIEDH 5,

11.1.3 SUERFRISBIERTR (V9 M & SHEEREA)

11.1.4 SHEREES GHEAH)

11.1.5 Yavg., K#. BHEEK (WINLHEERE)
wRE B, BEREHAEN D S DB EIZIE, ESIC#EY %
WEZ1TH T &o [9.1.5, 9.1.6, 10.2 /]

11.1.6 tEREARAEREE (SEREAPA)

AR, B CKER. mMPRTRBIA 7oLy ER%E
R E T 2BEIHREEN & 5 b7 GE I, %5 zHikL,
B RMEZITD Z&o F/o, BFTRMAEIC £ 2 2 BREE
DRIEICERT 5 &o

1M.1.7 BAVD LME. SHAVYLIME (V3N HEERKE)
MEH YT LEORELH IV, BRE. HARK NEIRE
BHobndI ENdbH. [2.7. 8.3, 9.1.2, 9.1.3 k]

E N



11.1.8 TEEHR (BHEEARHE)

DEEIGE. DEMBZEORNEIRS S 5bNE I ENH 5,
11.1.9 RMEREA . BMEREA MAWRES (W3h s 5HEARH)
11.1.10 BETEMEN. BSMEEMm (9 1 5EERE)

(8.6 ZR]

1.1.11 EESEmEN (SEERH)
11.1.12 BN, BKEE. 2EMFIRESEREIREE (W I NHHH

FEANER)

B2, FKENHS6bNEZENH D, /-, B Ra”y

oo F 7Y RIRBA%. B h S B DI I S0 IR 85 B 2

BPRBE LI EORENH 59,

11.1.13 £2B4ETVUFIY M—FADEL GEERH)
11.1.14 {EMHE BEEAH)

fRATRE. ZEERG. BT, FOBLZ. ERET. BE BiHE

EEPHobNIGEICE. BEEFIEL, BUZLEEZTS

&, BRRAEFOBRETHLDNPT L,
1M.1.15 {BF SUD LM GEEAE)

BEE. BMRIE, BE. B, B8, ZfEES2 45K

M) LMEDNH S5ONBEIENH S, [2.7. 9.1.6 8]
11.1.16 AR, FHAEBARAE (WIS HEERH)

2MnE (BR. BHETEZ2460). HEBARNESD S

bNBIENHLHOT. BWERNOETPIRBEOEE DR

OONERICRBEZTIEL, B ICEREORER2ZT

5L, BEICIBET S L,

11.2 Z0ftiD=EIER

0.1~ 5 %FKiG" SRR

BAMER (DL, . Ba. 58 |56, AR ANEE

EERER  |EIUE. RIEENE. B1F | ReRE GERS). 1o

IEH - B4 OR%. . Of%k. BARE. B
W W, A, RS, EERIRG. (F
W BHCRE. SRS 08

HIE. fFikEERE (AST L&

R ALT L. LDH E5%)
Bt ;UNLE\ ZL7F=vE

5. BB BTG OB AL R, AL
] 5%, EEEA. T v h—

T A
Al ARMERESEI. FRMK | AFERBREUENN. A7 PERE R E, Y
gD A< b7 METR, |2 SEREuRD
Jiikis 3 AV EZU Y b ER ANES
oYM, A IREE .
) 2 NEREGE N
(R CK LA B/RERINE. | 368, REREE. L O, BREER (B
EIUEE, MR 2. |94 BAEE), HEE 3o,
S8FR. CRPH#EN. JRAPT R 1FE. AR, M. B2 o L
FERGIE. PRI, FR|ME, 70— VET7 Lo —2 R,
R MBRIEE . SRAEEGIE. (ML A, 1 KT > A,
BNP#1 BV L E % £ S B R AR R
E. R, BEETR. A, I 0
TRREE, MERREE M. ZELELE
¥) YLy AU L e RuzunFy Y RELTI00mg/12.5mg, 50mg/12.5mg.
50mg/6.25mg. 25mg/6.25mg% %5 L lKRE % &,

12. BRAFRRERBRICRIETHE
HRREEDZWEEDIMIEPBIZE NS ¥ &N H %,

14. BRALDER

14.1 FRIRMBOER
PTPRZEDEFIPTPY — b P H6ED H L TIRAT 2 L H5EE
T52 L. PTPY— FORBKICE D FEOSAT A REREA
FAL, BICRELZ B2 L THERIAREDEE & & HHEZ i
HILHIEDPDH S,

15. ZOfthDER

15.1 ERFREEAICE D <&

BN CERS NBEEFEICB LT, e FasuouF7Y k%
B SN-BE T, BEMRERCARMBED Y 27 N
THIEPMESNTNED Y,

16. FEAENEE
16.1 MoRE
16.1.1 BEES
BERAICOY LY > AYY L e RarzaaF 7 Y R50mg/
12.5mgx BEEO#KEGT 2 &, a Ly Y ROHIVEK SV EBRIK
&, TNZENEER] AR O3 TRRICRSMEFEE (Coa)

Z Dt

ICEE L, HEFEM (o) 1.7RU5.88MTIHA LK. £ R
7[:![:!‘9:7:/\\ ]@@Iﬂlﬁqﬁ%gli\ ﬁ%“?&z.gﬁﬁiﬁ—(“CmaxL:E L\
112037 ORI TH - 729,

% BERAICBIATVLY L AYYL/ L FOranF 7Y F50mg/12.5mg# B
ERE OB SBOEMIEIST A —F

gLy v hY 7 L50mg
v Frsund7 Y R12.5mg
YLy > 7VR VB K tRorouFy7 YR
G 291.0+96.9 592.9+137.4 95.9+20.9
(ng/mL)
Toax
o 1.4%0.8 3.7£1.2 2.8+0.9
AUC- 504.8+180.2 3674.12680.2 516.2489.8
(ng-hr/mL)
tin
(h) 1.7£0.6 5.8+1.1 7.9+1.2

n=11. FHLEERE (Crae AUC : SBAIFH. Tow : ST, 122 BAIFE)
16.1.2 RiEH%S
BEROCHEEORBERMEERE ICOYILY Y HY T L/
bt FuruuF 7Y R0mg/l2.5mg# 1 H | B14H B RER
A% 5 U8, MEERayILy > ALK YBERCE Fo s
OuF 7Y RONT UL ERBREEED shkr 57210,
16.1.3 &EYFHEF 4R

oLk RESHLD [JG] &7V Iy MNiA#ELD%E, 71
AF—=N—FIckDEnZN 18 (BYLY > HY 7 L50mg.
b Raruas7 Y R12.5mg) ZEEMABEICEEREHED
BELTmFEFO LY VRERCIFEFE FuryoaF7 Y
FREZHEL. FoNnENEHE/ ST A —% (AUC, Cumax)
DWW THREHRIT 217\ M FRIRSE 2 BEE L 72,

O ILy VTl AUCIZD W TEREUBED SFHE D Z D I0%(E
fAXEixlog (0.80) ~log (1.25) OHBENTH 5720 £72\ Cumax
D WA EEO FHEO 2 1Elog (0.90) ~log (1.11) @
HEHICHD. o [REERERBOEYZENFRFEKEST A R
T4 v (FRR4AE 2 H29H EEZEEHK02295E105 BIHKD ] 1
o BB CIE B PFELL T2 e 5. EMFEHN
ICRI%ETH B L HES NIz,

e rorouF 7Y RTlid. AUCKU CuadD Xt EIEDFISED
ZDNREFEXMIEZ N Zhlog (0.80) ~log (1.25) DHIFN
THO. EMFNICRETH S CHES N,

BlEXD, ug Ly RO FOoZ7auaF 7Y RIZDWTEY
FHRSEOHERELH LTSI NS, MAIOENZE
RSP TER S Nz,

(1) gy >hsL

(ng/mL)

300 ¢

250 | —o—- oYLk REEAEHELD (1G]
—— 7L 3% MEEHLD

Mean+S.D., n=22

[N
o
o

Pt ARSI A u = 3=
o
o

100 |
501
ol & |
Fr234 6 8 12 24

B 5% ORE R (hr)
MBI ST A =5

HE T A— Y BERTA—F
AUCU*ZA Cmax Tmax Tl/2

(ng-hr/mL) (ng/mL) (hr) (hr)
—
ﬁgj“’h FECEFELD| o) goris4.61 | 199.38£99.70 | 1.741.0 | 2.4+0.9

TL 3%y MEAHELD| 440.08+133.84 | 216.21£107.16 | 1.7£1.0 2.2+0.5

(Mean+S.D., n=22)
MEEHFREL NICAUC, CraE D87 A — 413, #HEEE OFER,
AR ORANEE - BEZEORBEMFICL > TR L2 FTRED H
%)o



(2) eRFarzooF7YR
(ng/mL)
120

—
o
o

—o— oLk FEE$ELD [JGJ
—— 7L 3> MEEEHELD

Mean=+S.D., n=22
60

40

20

WiE7Z NN O OND 7~ BSE

234 6 s

12
B 5% DR (hr)

24

FEMEREINT A -

HE)ST A —% BE)ST X —5
AUCo-2 Crnax Tmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
SEIL
Egj’”t FEEHLD| 530 14410205 | 90.83+24.80 | 2.8+1.0 | 7.9+1.6
TU IR MNRASELD| 542.49£124.12 94.54+24.99 3.0£0.9 8.1£1.5

(Mean+S.D., n=22)

MEEFEEN PIZAUC, CuadED /ST X — 713, #EaE ORIR,
R OIS - FEEORHBEFICK > TR S REEN S
5o

16.2 DRUN

16.2.1 BEDORE

M BEEEACOTLY > HY YL /e RorzaaF7 YR
50mg/12.5mg%k BHE 59 5 & EERKRG XTI
Y. IVRVEBARCE ForzoudF 7Y RonwdThs 5E
MmAEFBEERERR (T PEZE (0.7~1.7E[) L. 9
L& v O MR EE-FEREE TEE (AUC) EZEX8Ler o7k
HLOD, WIVRVEBEEOTe RurzauaF 7Y ROAUCHZEN
ZNIT% KON L7z, R LEMEE 25 2 WIEETH -
729,

2 BERACOY LY HY YL /e RaruoaF7 IR
100mg/12.5mg% BH B EREOKRE LziGa. ZERES T
NRCuH Ly, AVRVBAERDe FKarzuouaF7 Y RO
ITNDH TraxPBE (2.0~2.88/) L. ad Ly, ALK
BiEROCe FuraaF 7Y ROAUCHZNZFN2%. 23% K%
UHBET LD, BREEEE 2S5 WEETH 7212,

16.3 910
MBI HaH LY U ROAILR Y BIED MRS R
1E, WIENBIRLLETH 7213,

b RorzouF 7Y ROk MIEEAZBERIINBTH > 71219,

HEANICBI20H LY > OFHEERBII4MLTH - 71219,

16.4 {5
L MIBWT, O LY VIZEE LTHLRVBEIEARB S 1.
ZORBNTIE. EELTCYP2CONEE LB,

b hMiZBwk ForzoaF7Y RiZlEAERB SN
729, [10. ]

16.5 kit
BEBRAICOY LY >AHY YL /e FarzaaF7 IR
50mg/12.5mg % B [EFEOH 5%48R M E TIZ, aYy Ly v, 7
LVRVEBAROCE FarzaaF 7Y R, RPICENEFhnES
BD3.7%. 7.7%K1U66.6%HE S N9,

16.6 ENERZHI 2 EE

16.6.1 BiEEESEE
BRERELEOSMEERE (ME Y L7 F= V#EL.5~
2.5mg/dL) IcuHd Ly AYTL /e RaruuF7 IR
50mg/12.5mg# 1 H 1 [E7 HERERZOHREG LKoo )L
5RO TIVAR VBEAED CraxlE BHEREIEH BH 12 AL 2S
B<. AUCrumlZl . 5~1.7F&E» -7,  KaruouaF 7T K
DCraxX PAUC 2l TNENEBHELEERED]LAEKT
228, B UT T AII2T%TH 5721,

16.6.2 SEnE
QgL y Y HY YL e FasaaF 7 Y R50mg/12.5mg%
1H1E7 BEREROBEZROTH LY VRO HIVAR >V EBRE

OMFETEE I, EEHEEEZEIEL, e RavoaF 7 IR
DOIRNbIESHE EEZDP D729 FHEAT—%),

16.7 E¥IEE{EA

BERANCOY LY v hH YL /e FuruoaF7 IR
50mg/12.5mg# BEfEO#KEG Li-koad iy v, ARV
BAEROCE FaryoaF 7Y ROMmBEREEIL, SHARSE
LESZL, ugLy i Furzuusr 7Y FEoEy g
M7z EEERIZFED 5Nz o729,
BIMCBWT, O LY EVAFIY, Tz ) NLEY =)L,
TILT )y, VIFTr FhAFV-ILROTY 2uv A
YU EDOHBEERIZOWTHE LA, wWInd R LEREE
T AEMBENGHEERIRO s NEL2 5720, aF Ly~
V7YY (REBERFER) SofAICED, adl
5 VROV Y BIADERSEL 20 16 DAUCITED
Lize 72, uv Ly 7034+ — )L (CYP2CODEEH])
OHFEICE D HIVEVBBIED Crax e CAUCHRAD L7225, 1
PILEY o OAUCIZHEML /219,

16.8 ZDfth
oYLk REEESEHD [JG] 3. [&EV Rz 2 ROBFA O
EVIERRISERBE T A RS54 > (P44 2 H20H HAasH
3022955105 FI#K2) ] 1IcEDO X, oyl REEHELD [JG)
EREERIFI & U7 OER. BHEH RS SHES N
EEIICESE E AT SN,

17. ERERBE
17.1 BNERUREEICEY 258
17.1.1 SME-ESRLEHRR
BAANENRE L —EERIEERICBVWT, oYLy oh
VoL eRazandy Y R50mg/12.5mglda s Ly > 7
) AS0mgi G & D L ERICEBNBEEMRIRD 5N,
R EEZD SBIEFRA15461 0 5 5% (JL3RE ML E A 90mmHg
12 IZ10mmHg L HE T UZ5ER]) & HIE S N REFIE112
Bl (73%) THo7zo 7B, AR B T BIRREMEDF
HEBIEITROEBY TH 7220,
AR EOFHZELR (8 AR ER)

Pbo H12.5mg L50mg  L50mg/
H12.5mg

154
100.7

FEBIELT
N—=2Z 74 ¥ DIk
(mmHg)

157
100.2

162
99.8

157
1008

L] 6
&

MmED

+

14+

Pbo=7"Ft R, L:mﬂw;iﬁUﬁA‘ H=t FozuougF7Y R

T EZEHEIEE OFASEITNSA], £ FiafE, §E/N P9l (FEEE)
oYLy AT LA/ RaruoaF 7Y R50mg/12.5mg’
BEIN-BETCEMREROBIERPHE S N7z DIX15564)
Hi1461 (9.0%) Td O ELBEIERIZZEED E W 561 (3.2%) .
BED2H (1.3%) Th-ofz. £z BRBEEOREIEHI HRE
SNz DIXISSHIFR2261 (14.2%) T FEREEBEOR
fER . IREEIB NS (5.3%). ALTHE fn. CKIHE & 3 fl
(2.0%) FRIMEEED. N~ b7 Uy MR AETTE VE
. ASTHN. BUNSENE 261 (1.3%) TH -7z

T/, a Ly AT LA /e RarzoaF T Y R50mg/12.5mg
OBRWERFRRIE, T REFRBETH 722,

17.1.2 ERE MERAAIESHER
HARANZWRICERIOR 2 25T LB MERHBRICB W T,
oYLy AT LA/ RaruoaF 7Y R50mg/12.5mg3
BEIN-BETEMRBEROBIER P HE S N7z D 122004
H28f1 (14.0%) Tao . EREIEMRIZHRKRO6 I (3.0%). #
BEDEVAH] (2.0%). HET Oy U, BE. BEE. 2K
24 260 (1.0%) Th-oiz. £7z. BRBEEORIEHAI HE
SNz DIZ2006172661 (13.0%) TH D, FEEREEBEOR
e RERIE M 6 6 (3.0%). ALTHEM S B (2.5%). ASTH



e AV LEDEAF (2.0%) FRIOBREGEAD. N2 s 7YY
MR 3B (1.5%) HIMEREE M. NEZ o riEd,
LDHIEM, CKIBM. JRARIMIRGEES 2 6] (1.0%) TH-72,
17.1.3 EASE IHE-ES5REEER

Oy 270 T A100mgE RAZICIED > Fa— LA+
FTHoTHRAREEBMEEREE2HRE LAENHE_E
BERREBICBVWC, gLy AL e RavaaF Ty
RF100mg/12.5mgld a5 L& > 5 ) 7 A100mgks5 k0 b, #
5 QERF DO b T 7 AR K LR A M R 1c . BRI
BEn-BEESHREL2R LU (P<0.001). %5 8EEIZHIT 5 F
B STRRIMEDN—A5 1 V6Dt ER2FE 1 ITRTE) 2,
E1 OV LY 2N Y LI00mg CHRT D HEIEELS 2 08 e LERBCOT

I 7RMIMEDON—=RAT A V2 560ZE LR (mmHg)
N—=274 VOIFE? | #5 8 EROE(ET
aYLy YA IHEE 155.0 (10.4) -5.4 (1.0)
100mg (N=170) ¢ LRI 97.7 (5.7) -3.6 (0.6)
EE S DN _
CROraOFy K e cl 155.4 (11.0) 14.5 (1.0)
100mg/12.5mg =
(N=166) ¢ LRI 97.1 (5.3) 8.7 (0.6)

%%¢:¥$EE(&E¥§%1$EE(ﬁEﬁ§%§$¥ﬂﬁﬁﬁ@ﬂ%%ﬁﬂ%
1
UHLY LAY T L e ROy aaF 7Y F100mg/12.5mghs
HESNBECRIEAPRE SN0 I116661H1661 (9.6%)
TH V. R mMARIREN 461 (2.4%) TH 79,
17.1.4 ERSEIE_SERLERTRN U REIR SR
Q¥ Ly Y AYY L, RuryauF 7Y R50mg/12.5mg#
SERRABICHED Y hE—LAR+9TH - - BAEALRRE
M IR B E & MR RIIR 2t % 5 L /- S AR O =
BEEH (8HEM) 2BV, u Ly oA ILA /e Ry
ouF 7Y RI00mg/12.5mgldav iy A v A /e Ray
uuF 7Y R50mg/12.5mgs AN T, H53EBOFIY T
7 AAMHRGRIME CIIEREEOBREREZ R L. 25 8ERD
Py b 5 7 AR E Tl R OBENRER L. #
G REEFICHBIT2HFE T TAMIMEDR—ZAF A VIP5DE
{bEAZFE 2 ITRTR 2,

£2 OvLyrHYYL e RaraoaF T Y R50mg/12.5mg THERS 7% i
FERERBEZNRE LIZHBTOFRE NI 7TAMMEDOR—R T 1 16 DEAL

2" (mmHg)
R—A54 v OME | #5 8 BROE(LE
E?g’i;é;;f{ ez 151.7 (9.5) 6.2 (1.0)
??\Iriglgf)fmg R 95.9 (5.4) 5.3 (0.7)
52’;?;2;;5{ I 152.4 (11.2) -8.5 (1.0)
ig?fg%%smg s 95.1 (4.5) 5.0 (0.7)

TRACRTE (EHEE), TPl (EEREE). § FASEITHRE

o, Ly nY L e Razoad 7Y R100mg/12.5mg
DOFEFEZNFIE. DR KX LR M EHIC52BEEIC B W T B FF
LD,

“EEEH (8EM) BWT, a Ly A TA b Ra
ZuuF 7Y R100mg/12.5mgh 5 & /- 8% TR A H
EEINT-0X13461F 76 (5.2%) TH-iz. LR (52ER)
WKBWT, gy Ly ryAhYLs e RarsaagF7 IR
100mg/12.5mghH G s n7- B& CRMEAPRE S N0
26561FR324 (12.1%) TH Y. F IR LI REEED 7 4
(2.6%). EFRERINEE 4 6] (1.5%). ASTHEhN. BNPH# N 3 1
(1.1%) TH-7-2,

18. EERpEIE

18.1 {ERERF

oYLy AY YA/ e RarauF 7Y ROEESES Th 5
YLy AL (BT ) 1E, BOBRSEESH»ICE
N&n, ZO—EHBEREFTH 2 HILKRVBIKICERINSD,
OHILY U ROHILRVEEERIZ. WTFNOAEENEENE TH
27Ty (ALL) PERT 2% BE (ATIRE(E)
IO TEWERAMEEZR L. ATOERZERMICERT 5
CICEDEFDREHET S, aP LY E, L2y T VY
F5rv % (RAS) MEH b TwaEL = v EEMEE
TINZBWTERZEESDRZR LD 20, #IZRASOBE S D
TWELZ UBEMEETIVICET ABENRIZTFT VL & A4

LENTWVAEY, OGRS THA FuraaF 7Y Rid,
FT7YRROBEFNRETH S, b FurzuaF 7Y ROEE
BFICE L TIE. RAEICB 2 b YU 7 ZFEIRIENFIER I
KAERIMEEBRDEANEZ SN TWAY, 7z, e Ka ¥
OuF 7Y RIZFORRIEAICE VRASOER LA Z 472,
L7eDo>T, ad vy AL /e RarausdF7 Y R
RASTEMACRE TER LR R LRI OV ILY » ERASETE
HlsEse FurzuouF 7Y REDRARITHA7-0. WAL
FOMRABEGIIEHAIRESICHE L XD EZELEESRETRT
LEZD,

18.2 [ZE{ER
HAFESMES v MIBWT, BME THhEEOEEDR
(#915mmHgIE ) ZRULI-ABORH LY v L BMEE TR
EEDRPRBD SN g cFHEO FurouF 7Y R4
RA#ET 22 EiIckD, FALEEDERE (K30mmHgET) 2%
RO 5Nz, FRBGEICE T ABEEDRIIEEMEEFHOR)
BLHBMLAERTH - 7Y,

19. BIRSICET BIBEFMFR

—f#4 : oYL > H )L (Losartan Potassium)

{k%4 : Monopotassium 5-{[4'-(2-butyl-4-chloro-5-
hydroxymethyl-1/-imidazol-1-yl)methyl]
biphenyl-2-yl}-1/7-tetrazol-1-ide
C2H2CIKN:O
461.00
HEOEREOMEKRTH 5.

IKICBOH THE TP T AY ) —LVRIETy ) —)

(99.5) IZHEIFRT 1,

At
DFE
TR

\. _N

'k RFoZuoF 7Y R (Hydrochlorothiazide)

: 6-Chloro-3,4-dihydro-2/4-1,2,4-benzothiadiazine-
7-sulfonamide 1, 1-dioxide

1 C7HsCIN3OsS2

1297.74

CEBEOKE
EPITE OV,
T ZETRTL TR PUIMITRRBEITIC
<L AKXIFZH 2 —)v (95) 1Iche TiEFIc <,
VIFNLNI—TIIFEA LB T 20, KEEET MY
T LRRICIE T B,

BREEEOBHER T, ITBWId <, KIE

O\\ /O O\ //O

S S
TANE j@: SNH
Cl N)
H

AR R267C (R

22. 8%
(OYILE FEEGEELD [JGDH
1002 [1082 (PTP) X10. HEFIAD]
5008E [108E (PTP) x50, ¥Z#AIAD]
(OY)LEe RECEEEHD [JG))
1008% [1082 (PTP) X10. EZ/EAIAD]

23. FENH
1) PIEREH  fi : EEHEY: 2017 5 47 : 1353-1355
2) BEERH th: BERBERHE ABMEAHEEE 2021 5 29 1 49-
54



3) Rai, A. et al. : Am. J. Respir. Crit. Care Med. 2016 ;
193 : A1890

4) Jansson, P.S. et al. : J. Emerg. Med. 2018 ; 55 : 836-840

5) Vadas, P. : Am. J. Emerg. Med. 2020 ; 38 : 1299.e1-2

6) Kane, S.P. et al. : Perfusion. 2018 ; 33 : 320-322

7) Pottegérd, A. et al. : J. Intern. Med. 2017 ; 282 : 322-331

8) Pedersen, S.A. et al. : J. Am. Acad. Dermatol. 2018 ;
78 : 673-681

9) & I HHEEHRSHE (7L 3% ME: 20060E10H20H %
R HIFERME 2.7.6.3)

10) % I HHREZRSRE (7L %2 ME: 200648E10H20H %
PR, HFEERMIE 2.7.6.4)

) HRER L AENERSEERE (BEASELD)

12) BEOXERE (FL I MEASE 201349 A20H %
7. BERES)

13) BEERDOHMERE (7L 3 2> ME 1 20064E10H20H &
2. HFEERMIE 2.7.2.3.1)

14) Lo, M.W. et al. : Clin. Pharmacol. Ther. 1995 ; 58 : 641-649

15) BEEBEICB T 2E)EE (L I3 ME: 2006£E10
A20H&GR. HEERMIE 2.7.2.3.5)

16) EiREICB T 2EYEFE (FL I x> ME L 20065E10H20
HA&GR. G 2.7.6.7)

17) BY—3EY) K& Y —RAE EER % & T BT AL AT B
OHHEEEROBEIIRT AU AT (FLIH2 ME:
20065E10A20H &R, HEEERMIEE 2.5.6.2)

18) BRAR D OFEMBIE (7L I > ME : 2006E10H20H &
7. BERES)

19) #HWNER : EZEEERE (Fda$EHD)

20) EMA—EEREERE (7L 35> ME: 20065E10H20
H&AE. HEERMIEE 2.7.2.2, 2.7.6.8)

21) Saruta, T. et al : Hypertens. Res. 2007 ; 30 : 729-739

22) EMHEEHHRERE (7L 35> ME: 20068£10H 20H &
. HFEERME 2.7.6.13)

23) Rakugi, H. et al. : Hypertens. Res. 2014 ; 37 : 1042-1049

24) EINENAERE (7L 3 x> MERESE 20135 9 H20H %
. BERES)

25) fERBEF (7L 3 %> MECESE - 20134FE 9 H20H &R, &
BRESE)

26) FEHE fth 0 BB EEERK 1994 ; 28 : 4063-4073

27) Wong, P.C. et al. : J. Pharmacol. Exp. Ther. 1990 ;
252 1 726-732

28) Shah, S. et al. : Am. Heart J. 1978 ; 95 : 611-618

29) Lijnen, P. et al. : Br. J. Clin. Pharmacol. 1981 ; 12 : 387-
392

30) gy Ly v rurzoaF 7Y RHERICK2EEER
(7L 3 %> MEE:2006F10H20H & 38, HFE G R E
2.6.2.2)

24. YEkEERERUEWVWSHOEE

HAY 23 v 7HER&tt BES EHERE
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26. HERTERESE
26.1 BHEARETT

@ BAYIRUvOKASH

RRLFRABRAOA—-—TBEOE1S

3030054-010



